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Regarding antipsychotic drugs, in the article, it is emphasized that there is a paucity of available data for clinical information about DDIs between ART and antipsychotics. Generally, many of the antipsychotics are metabolized via the CYP P450 system, in particular CYP 3A4 and CYP 2D6, and the potential for DDIs exists with concomitant administration of medications affecting these enzymes. However, in this review, the drug paliperidone is not mentioned. This treatment is an antipsychotic that could have many advantages in PLWHA.
Paliperidone, or 9-hydroxy-risperidone, is the major active metabolite of risperidone. It is an atypical antipsychotic which has significantly evidenced to be effective in improving psychotic symptoms in both oral and depot long-acting intramuscular formulations. 2, 3 Although there are no studies about the use of paliperidone among PLWHA, it is remarkable that recent consensus document on psychiatric aspect in adults with HIV infection recommends, specifically, the use of paliperidone for psychosis. This document specifies that paliperidone is the antipsychotic of choice due to its lower risk of extrapyramidal symptoms, metabolic side effects, and, mostly, pharmacokinetic interactions than other typical and atypical antipsychotics. 4 The metabolism of paliperidone in the liver is very limited; approximately 60% of the molecule is eliminated, unaltered, in the urine. The rest is eliminated in the form of urinary metabolites through dealkylation (4.6%), hydroxylation (3.8%), dehydrogenation (2.7%), and breakdown of the benzisoxazole nucleus (4.1%), and a small amount in feces. Due to its negligible hepatic biotransformation, paliperidone is unlikely to be involved in clinically significant metabolic interactions. Even though in vitro studies have demonstrated that isoenzymes CYP2D6 and CYP3A4 can intervene in paliperidone metabolism, there are no in vivo data available to confirm whether or not said isoenzymes play a significant metabolic role. For example, in a study of five healthy volunteers, after a single 1-mg dose of immediate-release paliperidone was taken orally, no metabolite was detected in the plasma. There are additional properties in terms of its lower protein binding and decreased inhibition of P-glycoprotein that lead to a decreased potential for DDIs. 5, 6 Based on this data, it seems that paliperidone treatment, both the oral formulation and the depot longacting intramuscular formulation, could be an effective, tolerable, and safety treatment in PLWHA taking ART. However, as with the other antipsychotics, caution and close monitoring of side effects are recommended when prescribing paliperidone treatment to HIV-infected patients due to the paucity of studies. Randomized controlled trials are needed to establish both efficacy and safety of antipsychotic drugs in the HIV population in order to improve and optimize psychiatric care.
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